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PART 46--PROTECTION OF 
é HUMAN 
SUBJECTS 


Subpart A-—Basic HHS Policy for 
Protection of Human Research 
Subjects 
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40 109 IRB review of research. 

‘OED Expedited review procedures tur 


ceriam Kinds of research tnvalviag no 
more tan minimal risk, and for minor 
changes in approved renearch, 

Antti Criteria for (RB approval of 
feveanch. 

dedid Resicw dy inssituten 

46.703 Suspenston of tenner ion of iRb 
approval of research. 

‘UO E14) Coopersuve reseand 

“iS IRB recerds, 

46116 Genesai cequarements lo: UMOE ted 
oat. 

45 Ut Documentation of informed 
cance nt 

A8.028 Applications and proposals Lacking 
definite plaas for mvolvemers af buen 
subjecis. 

40119 Rescarch undertaken wichout the 
thication of involving human subieoty. 

40120 Evaluation and dispositen of 
applications and proposals. 

Iot2) davestigatronal new dri ue device 
30-day delay requirement. 

do 122) Use of federal funds 

stds Barly teemination of revcarch 
funding: evaluation of subsequent 
applications and proposals, 

at dl4 Conditions, 


subpart B—Additional Protections 
Pertaining to Research, 
Development, and Related 
Activities lavelving Fetuses, 
Pregnant Women, and Hurgen 
in Vitro Fertilization 


See 

46.20) Applicability. 

46 202 Purpose 

46 20) Definitions. 

46.204 Ethical Advisory Boards. 

46 208 Additional duties of the Tasttuteanal 


Rewew Boards in connection with 
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$6.20) Nctivities directed tr-ward pregnant 
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$6 208 Activites directed toward fetuses an 
ULtre at Sublechs 

48 009 Activities directed toward fetuses ek 
ulero, including nonviahle fetuses, as 
subyccis, 

46210 Activites involving the dead fetus, 
fetal natena, or the placenta. 

46 201 “Modification oe waiver of specific 
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Subpart (~-Additlunal Protections 
Pertaining te Biomedical and 
Behavioral Research lavelving 
Prisoners as Subjects 


See 
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16.302 Purpose. 
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46.405 Addinoaal dates of the Insiuunenal 
Revics Joanli where prisoners are 
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Subcart D- Additional Protections 
for Cuildren Involved aa Subjecty in 
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Sa. 

40.401 Ts whad do these regulations apply? 
46.402 ON Gninons. 

46.403 IRD dunes. 

46.86 Research net involving greater than 


mained cick, 

W408 Research involving greater than 
Manag sk bud Presenting the prowect 
Of direct tenefit to the wadividual subjects, 

4a A Research involving greater than 
mttinal osk and ae prospect of direcy 
bonent te indivedual subjects, but hkely to 
yield generalizable knowledge sbaiat the 
subject's sorter of condition. 

46.407) Research noe otherwise approvahte 
which prescars an opportunity to 
understand, prevent, or alles sate BS ACTiOUA 
Prmoblent aTecting the healih or welfare of 
chicren. 

40.403  ogarreme:as for permission by 
PATCUN Cr guardians and for assent by 
childcen. 
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Subpart A--Basic HHS Policy for 
Protection of Humer Research 
Subjects 


Source: 46 FR @}46, January 26, 1981, 49 FR 
3269, Mfagch 4, 1983. 


§ 46.101 Yo what do these 
regulations apply? 

(a) Except as provided in 
paragraph (b)} of this section, this 
subpart applies to all research 
involving human subjects conducted 
by the Department of Health and 
Human Services or funded ia whole 
or ia part by a Department grant, 
contract, cooperative agreement or 
fellowship. 

(1) This includes research 
conducted by Department employces, 
except cach Principal Operating 
Component head may adopt such 
honsubstantive, procedural 
modifications as may be appropriate 
From an adininistrative standpoint. 

(2) It also includes research 
conducted or funded by the 
Department of Health and Haman 
Services outside the United States, 
but in appropriate circumstances, the ( 
Secretary may, under paragraph (2) of 
this section waive the applicability of 
some or all of the requiiements of 
these regulations for research of this 
type. 

(b) Research activities in which the 
only involvement of human subjects 
will be in one or more of the 
following Gategories are exempt from 
these tegulations unless the research 
iv covered by other subparts of this 
part: 


(1) Research conducted in 
established or commonly accepted 
educational settings, involving 
nounal educational practices, such as 
(1) research on regular and special 
education instructional Strategies, or 
(1) research on the effectiveness of or 
the comparison among instructional 
techniques, curricula, or classroom 
Management methods, 

(2) Research involving the use of 
educational tests (cognitive, 
diagnostic, aptitude, achievement), if 
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tatormation taken from these suurecs 
ts regorded in such a manner that 
subjects cannot be identified, directty 
of through identifiers linked to the 
subjects. 

(3) Research involving survey or 
Metview procedures, except where 
it on the following conditions exist: 
4) fesponses ure recorded in such a 
manner that the human subjects can 
be identified, directly or through 
weatitiers tinked to the subjects. (i) 
tiv subject's responses, if they 
became known outside the research, 
could reasonably place the subject at 
nisk of criminal or civil liability or be 
calaging to the subject's financial 
standing or employability, and (i) 
the research deals with sensitive 
aspects of the subject's own behavior, 
such as illegal conduct, drug use. 
secual behavior, or use of alcohol, 
All research involving survey or 
INEEVIEW procedures ty eAcmpe, 
#rhout exceplion, when the 
respondents are elected or appoimied 
publie officials or candidates for 
pudgy olfice, 

4s Reyeareh involving the 
mescrvatiun (including obsers ation by 
Jarccipants) of public behas ior, 
weep where all of the following 
CORD ONS EXISE CG) observations are 
tecorded im such a manner that the 
human sebjcets can be wdenufied, 
divedy or through idenuliers linked 
to Se subjects, Gi the ohsers anons 
recorded about the individual, if ibey 
Hewtne known outside the research, 
coud reasonably place the subieet at 
risk of comeinal or civil Hable cr be 
danbonng to the subject's finance .at 
Stunding of employability, anu cil) 
the cexcarch deals with sensitive 
aspects ab the subject's own behavior 
wish ay ifegal conduct, drug use, 
seauae behavior, or use of aleoiot. 

(3) Research involving the 
vollecuon ur study of existing data, 
Cosuments, records, pathological 
specimens, of dignostic specimens. 
Ho these sources are publicly avaiable 
oni che information is recorded by 
the anvesngator in such a manner that 


eh AE nem mb ee 


SEN Ak etme sent entenls eaiels bert ae 


subjects cannot be identticd. chreetty 
OF thiough idertders linked te the 
SUOIELEN. 

(6) Unless specifically requited by 
statute (and except to the extent 
‘peciticd i paragraph (i)), research 
ind demonstration projeets which 
are conducted by or subject to the 
approval of the Departinent of 
Health sad duran Services, and 
which are desinned to study. 
evaluate, or otherwise Ckamine: (i) 
Programs uncer the Social Sccurity 
Act or other public benetit or 
service proseyes, (ii) procedures for 
obtains, benetts or services under 
those programs; (iii) possible changes 
In OF alternatives to those programs 
or procedures; or (iv) possible 
changes ut methgds or levels of 
payment for besefits or services 
under Tse prop rams, 

fey The Sooreturv has final 
authority to determine whether a 
PArcoulie aecvity is covereu by these 
Peg dattorss, 

(4) Whe Sis retary Nyy require that 
Specitic tescaurch acty ities of classes 
Of reseaieh activites Conducted or 
funded by che Department, but not 
OMe Wie covered hs these 
tesulatons, comply wah some on all 
ol these royrudanions 

tc) The Sevretary MAY aha waive 
Apphioabiblts of chese 
specu reseech 


rexulations to 
MCUVITIES OF Classes 
uP roaearch aciiues, otherwese 
gulations. Notices 
ibe published in 
Mederal Bs sister ay hey occur, 


eovered be Urese pa 
ob bese actos wal 
ithe 

UY No indie dual HAW receive 
Department tunding for research 
covered be hese reputations unless 
the ictus ufial js ailisted with or 
SPORSOreU Oy ae institution which 
ANSUINES Pos toustbility for the 
reswarch wndes an assurance faruifying 
Ihe requinen sits of ts pdr, or the 
"dividual makes other Jrrangements 
wan the Department, 

(CO) Conmptesce veth these 
regulations wilia sew wy render 
ihappheable PeRent federal, state, 
oc local Lows er reaubeons 
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(h} Each subpart of these 
regulations contains a Separate 
section describing to what the subpart 
apphes, Research which ig covered 
by more than one Subpert shall 
coiply with all applicable subparts. 

(i) Ef, following review of 
Propased research activities that are 
exempt from these regulations under 
paragraph (b)(6), the Secretary 
determines that a research or 
demonstration project presents a 
Uanger to the physical, mental, or 
emotional well-being of a participant 
Of subject of the research or 
demonstration project, then federal 
funds may not be expended for such 
a project without the written, 
informed consent of each participant 
or subject. 


§ 416.102 Definitions, 

(a) “Secretary ' means the 
Secretary of Healih and Human 
Services and any other officer or 
employve of the Department of 
Health and Human Services to whom 
authority has been delegated, 

O) “Department of “HHS” 
Means the Desarusent of Health and 
Haman Services, 

tc) “Tasutution’’ means any public 
OF private entity ov agency (including 
federal, state, und other agencies). 

(d) “‘Laspally authorized 
representative) micias an individual 
or judicial or other hody authcrized 
under applicable lisw to consent on 
hehoit of a prospective subject to the 
subject's participation in the 
Procedura(s) invalwed in the research. 

{c) **Research’* means a 
SYSTEMAUC investigation designed to 
develop or contribute to generalizable 
haowledve. Activiues which meet 
(his Uctinution constitute “research” 
for purposes of these regulations, 
whether or not they are supported or 
funded under a program which is 
comadered research for other 
Purposes. For example, some 
“demonstration and ‘service 
Prokrains may include research 
ACH VIties, 
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kiving individual about whom an 

, waves tigator (whether prefessional of 
student) conducting research obtains 
(1) data through intervention of 
iMerzchion with the individual, or (2) 
identifiable private information, 
“Intervention Y includes both 
physical procedures by which data are 
gathered Cor example, venipuncuire) 
snd mrantpaladoas of the subject or 
the subject's environmen: that are 
performed for research purposes, 
“interaction ' inchides 
COMMUNICATION OF Interpersonal 
coudiet between investigator and 
subject. ‘Private information’ 
iivludes information about behavior 
that occurs in a context in which an 
mudevidual can reasonably expect shat 
Ho observation of regarding ts taking 
Dlace, and information wireh bas 
heen provided Tur specif purposes 
py an sndividual and which the 
tedivadual can reasonably expece will 
not be made public (far esainple, 4 
medive! resord). Private informaiton 
mest by individually menttible 
the, the identity of the subject is or 
muy reahily be ascertained by the 
MSCS RSTOT OF asSaciated aout the 
mformattan) ia order for ebtavainy 
the information to constitute research 
iavelving human subycets. 

(g) “Minimal msk "meas that the 
risks of harm anticipated in the 
Poposed research are nat grester, 
considering probability and 
mapnitude, than those ordinarily 
encountered ia daily life of curing the 
perormance of routine physical a 
Psychological examinations or tests. 

(h) “Cerification) means the 
Hien! notification by the castitution 
hrihe Department in saccorgance with 
he requirements of this part that a 
research praject or activity invol ing 
hiurpan subjects has been reviewed 
wid spproved by the Institutional 
Review Board (RD) in accordance 
with the approved assurance on fue at 
HHS. (Certification is required when 
she research ts funded by the 
Department and not otherwise exempt 
accordance with § 46. 101(i)). 
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S dui A Asn arances. 

(a) Fach in titutien engaged in 
Fescaih covers by these revulations 
shall provide written assurance 
sWistictory to the Secretary diac a 
wilh vemply wah the requirements set 
ford an these cerulations 

(6) The Department will conduct ar 
fund cescarct covered hy these 
feyuatiods andy if the institution has 
wn assurance approved as provided in 
(his sectrom, amt only if the insticution 
has coritied te the Seerttasy that the 
research Nas been rewiewed and 
approved by an iRB provided for in 
the assuctace, and will be subject to 
continuas review by the IRB. This 


‘assurance shall at a miniraum include: 


(1) A statement of principles 
woverrung ibe institudion in the 
Jiswhare oc ity responsibilities far 
Droviwehine the rights and wellare of 
human seyects of research conducted 
WOOF sponsored by the tsnitution, 
repatcless of source of funding. This 
HY Ine lide an appropriate esting 
code, techuration, of stalement af 
clea! proawiples. or a stautcuent 
Tormulated by che instuation itself. 
Vas require at does got Pree nar 
Pravtsigas of these regulanons 
appleby Deparanent tends 
Meacarch ed gs oot applicable to 2ay 
PUSCOTCH nut exempt Satzitory listed 
nm 8 le fad 

(2) Destemuion of une or more 
IRBs established in accordance with 
the regurremenis at thes subpart. and 
TOMER provedans are cade for 
Meeting spove nd sutfiesent saalf to 
supper tho TRIS Ss ceview and 
Mcoruheep nr dutics, 

(08 bec ot the IRB members 
idenutied by name. eurned degress: 
epressaluiye capacity; indications of 
CADCH Nes SUC as board 
Ceriibeahons, Heonses, ete, 
sULtCIont Os desembe each member's 
chief antiorpated contributions to IRB 
Geliberaicons, anti any employment or 
other cistionship herween each 
member ond the institutian: for 
example: tull-time employee, part 
(eee eplavee, member of severing 
pagel or Nour, stockholder, patd or 
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unpaid consultant. Changes in IRB 
membership shall be reported to the 
Secretary. ! 

(4) Wristen procedures which the 
IRB will follow (i) for conducting its 
initial aad continuing review of 
research and for reporting its findings 
snd actions to the investigator and the 
institution: (ii) for determining which 
PTOJeCts require review more often 
than annually and which projects 
need verification trom sources other 
than the investigators that no material 
changes have occurred since previous 
IRB review; (iii) for insuring prompt 
reporuing to the IRB of proposed 
changes tn a research activity, and for 
ms‘tring that changes in approved 
research, during the period for which 
IRB approval has already been given, 
may Not be initiated without [RB 
ieview and approval except where 
Necessary to climinale apparent 
immediate hazards to the subject: and 
(1V) for insuring prompt reporting to 
the IRB and to the Secretary! of 
iantieipated problems involving 
risks to subjects or others, 

(c) The assurance shall be executed 
by un individual authorized to act for 
the institution and te assume on 
behalf of the institution the 
obliganons imposed by these 
reyulations, and shall be filed in such 
form and aanner as the Secretary 
inay Deesertbe, 

(4) The Secretary will evaluate all 
assurances submitted in accordance 
with these regulations through such 
officers and employees of the 
Department and such experts or 
consultants engaged for this purpose 
as the Secretary determines to be 
appropriate. The Secretary's 
evaluation. will take inte 
consideration ihe adequacy of the 
proposed IRB in fight of the 
anticipated scope of the institution's 
vesearcn activities and the types of 
subject populdtions likely to be 

' Reports should de filed with the Office 
for Protection from Research Risks, National 
Insotutes of Health, Department of Health 
and Human Services, Bethesda, Maryland 
20208 
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iavolved, the appropriateness of the 
cbrpposed initial and continuing 
review procedures tn light of the 
probable risks, and the size and 
cemplesxity of the ingtitucon, 

Gr) On the basis of ahis evaluation, 
the Secretary may approve or 
disapprove the assurance, ar enter 
ie Negotiations w develap an 
aaprovable ane. The Secretary may 
mit the period ducing which any 
particular approved assuranee of class 
oF approved assurances scall remais 
elfective or otherwise conditiim af 
restrict approval, 


Cf) Within 60 days after tie date of 


submussiwa to HHS of an appheatzon 
ur proposal, an tastitunon with aa 
upproved assurance covering the 
oroposed research shail cectity chat 
the appheation ac proposal has been 
resi¢wed and approved by the IRB. 
Calter instuudions shall certuy liad the 
application or proposal nas bees 
approved by the [RO witha 30 days 
after receipe of a request toa such a 
wraiicahen trom the Deparunent. 
che veroficanion is not submits 
witht Migse (ime ints, the 
Jpphieanany or proposal mas be 
wuesed G) (he WASUTUTiOn. 


$46.13 [Reserved] 
$46.195 [Reserved] 
$46.106 (Reserved) 
£46.107 IRE membership, 


val Bach (RB shall have wi least 
fixe members, wah varving 
bucky rounds to promote camprete and 
wileuuiahe DIVE Of rendaren ons ities 
cammunly conducted by the 
srvptuuoa. The IRB shall be 
au ficiently qualified thraues the 
experience and expertise of its 
mvabers, and the diversity of the 
ne cbers’ backgrounds includiny 
condideradan of the vacial and 
wulltral Backgrounds of merders and 
waivity (2 such issues as 
aoonmunity afiudes, to promote 
respect fou its advice and counsel im 
sategaarding the rights and welfare af 
human subjects. In addition ta 
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paseesaipg the professional 
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spec fic Crsmurch activites, the IRB 
vhall be able to ascertain the 

asc laniity af proposed research in 
ferns of cmtiutional cumpniments 
and rerabatiens. applicable law, and 
stands of professignal conduct and 
oractive. The IRB shall therefore 
Melude persons knowledgeable tn 
these aeeas. Hoan IRE repalarly 
cseatch thal invalves a 
Woinedte category of subjects, 
ineludiag out ant bmuted to subjects 
covered by ones subparts of this pari, 
the TRB soall enelude one or more 
indivad dads who are primasily 
concert with the welfare of these 
subjects. 

(b) Mo LEG ay consist ennialy of 
men or entirely ‘et women, or eniitely 
of members ol Gaz profession. 

(e} hacn TRY shall include ag deust 
One metic whose primary concerns 
are in monacieatic areas, for 
Cadmtue fawyras, cihicists, members 
of the clerey, 

(iach PS"! shall inchiee at jeasd 
Ghe Member wih is aot obberwise 
affiliated with che tastitution and whe 
is not part of the ammestiste family ot 
a persed whois ated with dig 
HSE pba, 

(e} No ik may have a member 
Parierpwaing ta toe ERB s initial or 
rontaunas sesigw of any project in 
winch the onener has a conflicting 
inderest, cage to pravide 
informal ap dwested by the ERE, 


FEWal we 


Wy Ag ghd aay, in its diecretion, 
(AVE cee saath Gommpetence in 
special anor to sien in the coview of 
COMPO. kes whieh require 
eran Gddanon ne that 


awatlable aa dhe PQ Cheap 


SV DerE se fens ote 


padtoadiuals 


ae) 


a hei viele wat the 


a SS.008 HRS functioes and 
eperunoas, 
Tota to Pata the requirements 
ob thts cop efenons cach ERE shall: 
(1) Ped ow written Procedures as 
provaleaban Qt Cotctedy 
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(b) Except when an expedited 
review procedure is used (see 
$ 46.110), review proposed research 
at convened meetings at which a 
majority of the members of the IRB 
art present, incfuding at least one 
Aiember whose primary concerns are 
in noescientific areas. In order for the 
research to be appraved, it shall 
isceive the approval of a majority of 
those members present at the 
NeCAp, 

(co) Be responsible for reporting to 
the appropriate institutional offictals 
and the Secretary! any serious or 
continuing soncompliance by 
investigaturs with the requirements 
and determinations of the IRB. 


$ 46.199 IRB review of research. 

(a) An TRB shall review and have 
asthority to approve, require 
modifications in (to secure approval), 
of distpprove all research activities 
covered by these regulations. 

(hd An thB shall require that d 
information gives ta subjects as perl : 
ut informed consent ia in accordance 
with § 46.116. The IRH may scquire 
(at information, in addaion to that 
speetfically mentioned in § 46,116, 
be piven to the subjects whea in the 
IRB 's judgment the information 
would meaningfully add to the 
prolygtion al the riahts and welfare of 
subjects. : 

ic} An IRB shail require 
documentation of informed content or 
fiiay waive documentation in 
accordance with § 46.027. 

id) Aa ERA shall notify 
investigators and the institution in « 
wrung of its decision to approve or 
disapprove dus proposed research 
ScUS Hy, o7 ef modifications required 
ty secure IRE approval of the 
roveurch activity, if the IRB decides 
to disappeave a research activity, it 
shall include init written notification 

 epury should be Wled wah the Office 
for Pocecion (tom Research Riska, National 
fusitutes of Heath, Deparrmeat of Health 
aii Hinnan Services, Bethesda, Marylind 
Uns 
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a statement of the reasons tor its . 
decision and give the investigator an 
opportunity to respond in person or in 
writing. 

(¢) An IRB shall conduct 
coalinving review af research covered 
by these regulations at intervals 
appropriate to the degree of risk, but 
not les: chan once per year, and shall 
have authority to observe or have a 
trard pany observe the consent 
process and the research, 


{46.4100 Expedited revirw 
grocedures for certain kinds of 
research bavelving na more than 


ia) The Secretary has established, 
aed moublictiecd in the Be-lessc! 


ns 


Proposals which have been approved 
under the orocedure. 

{d) The Secretary may restrict, 
slispend. of terminate an msttwton’s 
or RB's use of the expedited review 
procedure when necessary to protect 
the rights or wellare of subjects. 


$46.51% Criteria for IRB 
approval af research, 

(a) In order to approve -ssearch 
Covered ov tnese revulations the IRB 
shall detcrmung that all of the 
following requirements are satisfied: 

(1) Risks to subjects are 


research design and which do net 
Viinecessarily e@xnace ehitierre ty rick 
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(3) informed consent will be 
appropriately documenied, in 
accordance with, and to the extent 
required by § 46.117, 

(6) Where appropriate, the research 
plan makes adequate provision for 
Monitoring the data collected to 
insure the safety of subjects. 

(7) Where appropriate, there are 
adequaie provisions to protect the 
Privacy of subjects and to maintain 
the confidentialuy of data. 

(b) Where some or ail of the tee 
subjects are likely co be vulnerable to 
coercion ur undue influence, such as 
persons with acute or severe physical 
who are 
economically of educationally ‘ 
disadvantaged, anpeopriate additianel. 


4 


§ 46.114 Cooperative research. 
Cooperative research Projects are 
those projects, normally supporied 
iheough grants, contracts, or simplar 
arrangements, which invalve 
stitutions in addition to the afantee 
oy prime contractor (such us a 
conmiractor with the grantee, or a 
sudeontractor with the prime 
contractor). In such instances, the 
grantee of prime contractor remains 
responsible to the Department for 
suleguurding the rights and welfare of 
human subjects. Also, when 
couperating institutions conduct some 
or ull ot the research involving some 
or all of these subjects, each 
cooperating institution shal! comply 
with these regulations as though it 
received funds for its participation in 
the project directly from the 
Department, except that in complying 
with these regulations INSLudions 
fay US joint review, reliar ce upon 
the feview of another qualified IRB, 
oy simular arrangements aimed at 
Wwordance of duplication of etfort. 


$-46.115 IRB records.” 

(a) An insittution, or where 
appropriate an IRB, shall Pegaire and 
HLUDLUG adequate documentation of 
IK activities, including the 
following: 

(1) Coptes of all research proposals 
feviewed, scientific evaluations, if 
any, that accompany the proposals, 
approved sample consent documents, 
Prexress reports submitied by 
inv tstieatogs, and reports of injuries 
lu subjects, 

(2) Minutes of IRB meetings which 
shail be in sufficient detail to show 
wuicndance a€ the meetings; actions 
taken by the IRB; the vote on these 
icuns including the number of 
ncnbers souag for, against, and 
Jbstaining; the basis for requiring 
changes in or disapproving research: 
and a written summary of the 
discussion of controverted issues and 
these resuludion, 

(3) Records of continuing review 
ULES, 
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(4) Copies of all correspondence 
between the IMM and the 
MWVeativetirs 

(3) A distor IRB mMeMmberk us 
tequircd by § fo GGA pe ay 

(G) Woven procedures for the IRB 
as Cogaipcd by § 46. LOS Cb yey, 

(7) Statements of senitwant new 
Mndiigs provided to Sutbiests. ag 
required by § 26 EACH) 4§). 

th) The recores required by this 
fegulation shall he retained for aut 
fast 3 years after sompletion of the 
Fesearch, and the records shall be 
aecessible for nspection anu copying 
by autherized representauves of the 
Departmen: at reasonable times and 
I a reasonable manner. 


$ 46.116 General requirements 
for informed consent. 

Except as provided elsewhere in 
this or other subparts, a0 invesugator 
May involve ~ human being as a 
subject ta research covered by these 
regulations untess the invesitipator has 
obiained the legally effective 
taformed consent ot the Subject or the 
subject's legally authorized 
Fepresentative. An investigator shal} 
seek such consent ooly under 
CHCUINSTARCOS hat provide the 
Prospective: subect ar the 
suilicient opportunity 
fu Consider whether ar not to 
Participate and that minimize the 
Possibiiity of coercion or undue 
influence The information that is 
given to che subject or the 
represent tive shall be in language 
Understandable to (4¢ subject or the 
fepreseniatve. No informed consent, 
whether coral or a rien, May include 
any eRculpatory language through 
which the subiect or the 
fepresentative is made to waive or 
appear to wialve any of the subject's 
leval righis. or releases Or appears to 
release the PhVesueator, the sponsor, 
the imseteuon or irs asents fiom 
Iratabity tor nephpence, 

(a) Basa: giements of informed 
eousent. Except aa provided in 
Paragraok i) or () of this secuon, in 


Tepresenmbtleve 
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seeking informed consent the 
following information shall be 
_ Provided to each subject: 
7" 1) A statement that the study 
involves research, an explanation of 
ihe purposes of the research and the 
expected duranon of the subject's 
- participation, a description of the 


* procedures to be followed, and 
4 identification of any procedures 
i which are experimental: 


(2) A description of any reasonably 
, foreseeable risks of discomfurts to the 

tsubject: 

_ ODA description of any benefits ta 

‘the subject or to others which may 

“Teasonably be expected from the 

“research; 

* (4) A disclosure of appropriate | 

‘ ullernative procedures oy courses of 
vearment, of any, that micht he 

advantageous to the subject; 

(3) A staternent describing the 
extent, if any, to which 
confidentiality ot records identifying 
the subject will be Maintained: 

(6) bor research involving more 
than mitimal risk, an explanation as 


_ to whether any compensution and an VU 4 


explanation as to whether any 
medical treatments are available if 
injury Cocurs and, if SO, what they 
consist cf, or where further 
informauon niay be obtained: 
(7) An explanation of whom to 
contact for answers to pertinent 
questions about the research and 
research subjects’ rights, and whom 
fo contact in the event of a reseatch- 
relisted injury to the subject; and 
(8) A statement that Participation is 
voluntary, refusal io Participate will 
involve na Penalty or loss of benefits 
to which the subject is otherwise 
entitled, and the subject may 
i discantinue Participation at any time 

Without penalty or loss of benefits to 
which the subrect as otherwise 
“entitled, 

(h) Additionat elements of 
informed consent, When appropriate, 
one or mare of the following elements 
of information shal! also be provided 
fo each subject: 


oo 
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2 (2) A statement that the particulas 
2 crtyiment or procedure may involve 
risks to the subject (or to the embryo 
tov fetus, if the subject is or may 
‘become pregnant) which are currently 
renforeseeable; 
«, (2) Anucipated circumstances 
under which the subject's 
+ Pamicipaiion may be terminated by 
pine investigator without regard to the 
“subject *s consent, 
4 (3) Any additional costs mw the 
cnubject thal may result from 
‘participation in the research: 

(4) The consequences of a 
esubyect's decision to withdraw from 
nihe research and procedures for 

gorderly termination of patticipation 
"hw the subject; 

:, (5) A statement that stznificant 
new findings developed during the 

; Course of the research which may 
+rclale to the subject's willingness to 
}-ontinue participation will be 
‘provided to the subject; and 


‘ 
’ 
« 
, 


¥ 66) The approximate nuraber of 
“subjects involved in the study. 


tc} Aa IRB may approve a coarent 
procedure Fhigh docs include: o 
waich altera;some or allad the 
siemens gf informed conszat set 
larch above, of waive the requirement 
‘) ubtain informed consent provided 
he IRB finds and documents thet 
(1) The research or demonstration 

Project is to be conducted by or 
subject oO the approval of state or 
bal government officials and is 
designed lo study, evaluate, or 
oMerwise examine: (i) prosrams 
vader the Soctal Security Act, or 
otner public benefit or see vice 
programs; (ii) procedures for 
obtaining benefits or services cacer 
those programs; (iii) possitle changes 
in or alternatives to those programs 
or procedures; or (iv) possible 
changes in methods or levels of 


payment for benefits or services under 


those programs; and 

(2) The research could nar 
pracuicably de carried out without the 
waiver or alteration, ae 

(J) Am IRB roay approve a consent 
procedure which does not iachuds, or 
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which alters, some or all of the 
elements of informed consent set 
forth above, or waive the 
requirements to obtain informed 
consent provided the (RB finds and 
documents that 

(1) Che research uivalves no more 
than mintmal rsh to the subjects: 

(2) The warver or alteration will 
oot adversely affect the rights and 
welfare of the subjects: 

(3) The research could not 
practicubly be carried out without the 
Warver or terion: and 

(4) Whenever appropriaie, the 
Subjects will be provided with 
autinenia pentinent information after 
Participaticen 

(e) The informed consent 
requirements in these regulations are 
not intended to preempt any 
applicable federal, sate, or local laws 
winch require additional information 
to be Giclosed in order for informed 
Consent’ to be legally effective, 

(9 Notting i these regulations 16 
ended to fiemit the authority af a 
ahysicun lo provide emergency 
merhicad care, to the extent the 
physician gs permitted to do so under 
appliacbhe federal, state, or focal law. 


146.117 Documentation of : 
informed consent. 

(a) Useept as provided in 
Paragraph ic) of this section, 
informed consent shall be 
documsaicd by the use of a written 
Fonseat form approved by the IRB 
and signed by the subject or the 
Subjects lorally authorized 
representative. & copy shall be iven 
to the persan unig the forn.. 

(b) Except as provided in 
parapraph (2) a this section, the 
Conseat form aay be either ot the 
Follonwir i, 

(1) A writen consent document 
that eniesties the clements of 
laformed consent required by 
$46,116. This torn may be read to 
the subject or ihe subject's legally 
suthonved representative, but in any 
tvemt, ihe ipvestipator shall give 
etthes the subject or ine representative 


ice eee trent Bee EES 

any oe ee _" ’ 
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45 CFR 46 
heathen od 
adequate opportunity to read it before 
it is signed: or 

(2) A “short forma" written 
consent document stating that the 
clements of informed consent 
required by § 46.116 have been 
presented orally ta the subject or the 
subject's legally authorized 
representative. When this method is 
used, there shall be a wituess to the 
oral presentation. Atso, the IRB shall 
approve & written summary of what is 
to be said to the subject or the 
representative. Only the short form 
itself is to be signed by the subject or 
the representative. However, the 
witness shall sign both the short form 
and a copy of the «immary, and the 
person actually vduaining consent 
shall sign a copy of the summary. A 
copy cf the summary shall be given to 
the subject or ths representative, in 
additicn wa copy of the “short 
furm."" 

fc) An IRB may waive the 
‘equirement for ihe investigator to 
obtain a signed consent form for some 
or all subjects if it finds either: 

(1) That the only record linking the 
stiyect and the research would be the 
consent document and the principal 
risk would be potential harm resulling 
from a breech of confidentiality. Each 
subject will be asked whether the 
Subject wants documentation linking 
the subject with the research, and the 
subject's wishes will govern: or 

(2) That the research presents no 
more thaa minimal risk of harm to 
subjects and involves no procedures 
for which written consent is normally 


Tequired outside of the research 

COMMON E, . 
in cases where the documentation 

requirement is waived, tne (RB may 


Tequire the investigator to provide 
subjects with a written statement 
reparding the research. 


$ 46.118 Apptications and 
Proposals tacking definite plans for 
Involvement of human subjects, 
Certain types of applications for 
Brants, cooperative agreements, or 
CoMracts are subinitted to the 
Depactment with the knowledgs that 
subjects may be involved within the 


Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160010-9 


e 


* 


.o 


45 CFR 46 
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period of funding, but definite plans 
would not normally be set forth in the 
application or proposal. These 
javlude activities such as imatiutional 
type grants (ineluding bloc erants) 
where election of specifte projects is 
the institution's responsibility; 
research Waintng grants where the 
activities involving subjects remain to 
be selected: and projects in which 
hunwa subjecis” involvement wilt 
depend upon completion of 
Hisirumeats, prior animal stuclies, or 
purification of compounds. These 
appheauons need not be reviewed by 
an IRB before an award may be 
made. However, except for research 
deseribed in § 46.103(b}, ae human 
subjects may be involved in any 
project supported by these awards 
antl the project has been reviewed 
aad approved by the IRB. a» provided 
in (bese regulations, and certficagon 
sadbeutted to the Department. 


§ 44.019 Research undertuken 
without the Intention uf invelving 
human subjects. 

la thy event research (gandusted oF 
funded by the Department) ts 
unveruiken without the intention of 
involvite human subjects, but it is 
later Mopused to use human subjects 
in ihe research, the research shall first 
be reviewed and approved by an IRE, 
as provided in these regulations, 
caraficahon submitted to the 
Depurumeat, and final approval given 
ie fae proposed chadue by the 


Pepariment 


y4o.920 0 Evaluation asd 
waposiion of applications aud 
proposals, 

tab The Secretary wall evaluaie afi 
wephgations and propasals invons ‘ng 
iomanm subjects submitted ta ihe 
Depurtnent through such officers and 
wnplovees of the Department and 
sual experts and consultants ay the 
Secretary determines to be 
appreprige This evatuation will take 
inv consideration the risks to the 
aubpooty, the adequacy of protection 
araiist these tisks, the potential 
benetits of the proposed research to 


ee IT ON A AARNet te Aah Ringe ARR Se nor RR 
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the subjects and others, and the 
imporianee of the knowledge to be 
gained. 

()) On the basis of Uits evaluation, 
the Sevretary muy approve or 
disapprove we applicauen or 
proposal, or oner inte nezotiauons to 
develop an approvable one. 


$46.12) Investigational new drug 
oy device Veday delay requirement. 

When an institugon as required ta 
prepare or io saint a cecufication 
with an application of prepasal under 
these covaliidions, and the application 
oF proposal involves an 
bavestigational new drug (within the 
meaning of 22 U8... 355c) or 
S57(G)) or a signiticant risk device (as 
defined i 21) CBR E2.3Cm)), the 
Distitution shalk idenufy the drug or 
device im ihe cecufication. The 
institution shall lye sdate whether the 
AO-day taieval required for 
iivestigaiional nsw drugs by 21 CFR 
FQ bGu aad Cor sigaaficun: risk 
deviees by 7) CER 412.30 has 
elapsed cow heer the Food aid 
rug Adiatsisiaenton has watsed that 
cagiuremient tf the i-day mtecval 
bas eaphes, the iasmiedon stl state 
whethe: tae cod aad Drop 
Administratian bas requested tat the 
~Padaar continue to withhold ost 
festrier the asc of the drug of device 
a hunian subjects. (othe 30 city 
tnfertal has net wpired, and a wiiver 
Mas mob been cecerved, the insiiaidan 
shalt send a siaternent ta the 
Departnent upoa expiration af the 
interval The Department will aot 
eunsider a corubicotion aceeplahle 
wad the rastigisien bao subrmiuticd 3 
statoment dna the JU day mvterval has 
vitpsed, and tis Food and Drug 
Admimatasuon bas not requested if to 
lume the esc of the deus of device, or 
that the Pod ond Deroy 
Adnuntstration fia waived the d-day 
antery ai 


§ 4do.'22 
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Voeut rederal funds, 
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regulations, including all subpares of 
these regulations, have been satisfied. 


$ 46.123 Early termination of 
research funding; evaluation of 
subsequent spplications and 
propysals, 

{a} The Secretary may require that 
Department funding for any project 
be terminated of suspended in the 
manner prescribed in applicable 
plogram requirements, when the 
Secretary finds an institution has 
materially tailed to comply with th 
letins af these reputations. 

(5) In making decisions about 
funding applications or proposals 
covered by these regulations the 
Secretary may tube into account, in 
addition to all other eligibility 
requirements and program criteria, 
factors such as whether the applicant 
has been subject ta a termaation or 
suspensiud Under gurdgraph (a) of this 
section and wheier the applicant ar 
the person who would direct the 
scientific and technical aspects of an 
activity has in the judgment of the 
Secretary materially tailed to 
Jischurge responsibility for the 
protection of the aghts and welfare uf 
human subjects (whether or net 
Department fuads were involved), 


§ 46.124 Conditions, 

With respect to any research 
project or any class of research 
projects the Secretary may impose 
additional conditions prior to cr at the 
time of funding whea in the 
Secretary's judgient additional 
conditions are necessary for the 
protection of human subjects. 


Suboart B- Additional Protectoas 
Pertaining to Research 
Deselomnent, and Related 

“Activiiles tnvolving Fetuses,* 
Pregnant Women, and Human fn 
Vitro Fertilization’ 

Steet AG ER UISIN Aug ¥. 1976, 4 FR 

HUSK, Jaruare UP, VOTR, AL ER 
SYSS4) Navemder 4 197X 

9 6.201 Applicability. 
faioche reyulwuens in is subpart 

are cappheable to ail Departaent of 

Tigalh. Pattwation, and Welfare 


Approved For Release 2001/03/07 : CIA-RDP96-00788R001500160010-9 


grants and contract supporting 
research, development, and related 
activities involving: (1) The fetus, 12) 
pregnant women, and (3) human ot 
viere ferulization, 

(b) Nothing in his subpart shall be 
construed as indicating that 
compliance with the procedures set 
forth herein will in any way render 
inapplicable pertinent Strte of local 
laws bearing upon activitics covered 
by this subpart, 

(eo) The requirements of this 
subpart are in addition ta those 
imposed under the other subparts of 
this part, 


446.202 Purpose. 

it is the purpose of this subpart ic 
provide additional safeguards in 
rewiewing activities ta which this 
subpart is applicable to assure chat 
(hey conform to appropriate ethical 
cic dards and relate lo miportant 
societal needs. 


$ 46.204) Definitions. 

As used in this subpart: 

(a) ‘Secretary’ * means tae 
Secretary of Health, Edueation. aad 
Welfare and any other officer or 
employee af the Department of 
Health, Education, and Welfare to 
whom authority has been delegated. 

(bh) *‘Pregnancy"' encompasses the 
period of time from confirmation of 
implantation (through asy of the 
presumptive signs of pregnancy, such 
aa Missed menses, or by a medically 
acceptable pregnancy tes, until 
expulsion of extraction of ihe fetus. 

(cp Fetus’ means the product of 
conception fram the me of 
implantation (as evidenced by any of 
the presumptive signs of pregaancy, 
such as missed menses, or a 
medically acceptable preenaacy tesa, 
undid a determination is made, 
tohlowing explusion or extraction of 
the fetus, that is viable. 

(di) Viable’' as it pertains to the 
fetus means betmg able. after either 
sp taneous or induced delivery, to 
survive (given the benefit of available 
medical therapy) lo the point of 
talepeadently maintaining heart 


ina nin Nee anes eR ce ae RR Re On Rd nL Me de eee Ee: 


beat art respiration The 
May from Uine io time, taking inty 
account miedival advances, publish in 
the FEDY RAL R eGtsteR sie 

to assist in determining whether 

fetus as soahle for purposes of his 
subpart. if a fetus ty viable after 
detivery, Wis a premature infant. 

(¢) “Nonuviadle fetus’? aieans a 
fetus et uietre which, although living, 
16 rot waaiste 

(9 “Dead fetus means a fers ex 
ero Which oahibits seither 
hearibeat, spontaneous respuratory 
aclivily, spontaneous mavement of 
voluntary muscles, nor ptilsation of 
the umbilical cord (if still attached). 

(2) da veire fertiiization’ > means 
any jertiwadog pf human ova which 
aceurs aulude tie body of a female, 
euher through admixture of donor 
human sovem and ova or by any other 
means, 


Secretary 


$46.00 Ethical Advisory’ 
Bogres. + 

(a) One or more Ethical Advisury 
Boards shall Go established by the 
Secretary, Meimiiers of these board(s) 
shal) be sq selected that the board(s) 
vill be competent to deal with 
medical, legal, ethical, aad 
related tssucs and may inctude, for 
caample, coourarch scientists, 
physicians, psychologists, 
sochtaynads, educators, lawyers, and 
ethicists, as well as representatives of 
the penecal public. No board member 
may be a regular, full-Gime employee 
of the Geporimeat of Health, 
Eduecaton, and Welfare. 

(6) AL th. peqnest of the Secretary, 
the Etvical Adwisury Board shell 
render advice coasistent wah the 
policies aad requirements of this Part 
as to cihtval issues, involving 
acliviges covered) by this subpart, 
raised by individual applications o¢ 
propasals In addition, upon request 
by the Secretary, the Beard stall 
renider odvic 
ao plicatunics ae proposals and peneral 
Policies, guodelines, and procedures. 

(CO) A Beard may establish, with 
the approval of the Sceretacy, classes 
O° applianoas ef proposals which: 


SOcrad, 


Sus to classes of 
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(1} Must be submitted to the Board, 
or (2) need not be submined to the 
Buard. Where the Board so 
establishes a class of applications ar 
proposals which must be submitted, 
no application or proposal within the 
class may be funded by the 
Department or any component thereof 
until the application or proposal has 
been reviewed by the Board and the 
Roard has rendered advice as to ita 
acceptability from an ethical 
standpoint. 

(8) No application or proposal 
involving human in vitro fertilization 
may be funded by the Department or 
any component thereof uatil the 
application of proposal has been 
reviewed by the Ethical Advisory 
Board and the Board has rendered 
advice as to ils acceptability from an 
ethical standpuint. 


446.205 Additional duties of the 
Institutional Review Hoards in 
connection with activities 
involving fetuses, pregnant 
women, or human in vitre 
fertilization, 

(a) ln addition to the 
responsibilities prescnbed for 
Institutional Review Boards under 
Subpart A of this part, the applicant's 
or offeror's Board shall, with respect 
fo activities covered by this subpart, 
carry out the followtag additiona! 
duties: 

(1) Determine that all aspects of 
the activity meet the requirements of 
this subpart: 

(2) Determine that adequate 
consideration has been given to the 
manner in which potential subjects 
will be selected, and adequate 
Provision has been made by the 
applicant or offeror for monitoring 
the actual informed consent process 
fe.g., through such mechanisms, 
when appropriate. as participation by 
the Institutional Review Board or 
subject advocaies in: (i) Oversecing 
the actual process by which 
individual consen:s required by this 
subpart are secuced either by 
approving induction af each 
individu inty the activity os 
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verifying, perhaps through sampling, 


_ fant wpproved procedures for 


induction of individuals into the 
activity are being followed, and (ii) 
monitoring the progress of the 
uchivily and intervening as UECeSS ary 
through such steps a8 visits 10 the 
asuvily site and continuing evaluation 
to determine if any unanticipated 
risks have arisen); 

(3) Carry out such other 
respousibilities as may be assigned by 
the Secretary. 

(b) No award may be issued until 
the applicant or offeror has certitied 
to the Secretary that the Institutional 
Review Board has made the 
ieterminations required under 
paragraph (a) of this section and the 
Secretary has approved these 
deierminations, as provided in 
§ 46.120 of Subpart A of this part. 

(c} Applicants or offerors Seckiny 
support for activities covered by tins 
subpart must provide for the 
des:gnation of an Institutional Review 
Bord, subject to approval by tne 
Secrelary, where no such Board has 
Deer established under Subpart A of 
this part. 


§ 46.206 General lonltathoas, 

tus NO activity to which this 
subpart is applicable may be 
undertaken unless: 

(1) Appropriate studies on ads 
td nonpregnant individuals have 
heea completed: 

(2) Except where the pumpose of 
ihe acnvity is to meet the healt 
Beety of the mother or the particular 
fefas, the tisk to the fetus is minimal 
ang in all cases, is the least Possible 
fisk for achieving the objectives of 
Me scuvery, 

(7) Individuals engaged in the 
aclvity will have ao Partin: () Any 
Gea istons us to the timing, method, 
dng procedures used to terminate the 
Prevnaney, and (it) determining the 
Viesility of the fetus at the 
lesconaton of the pregnancy: and 

(4) No procedural changes which 
Wty wause greater han minimal risk 
iw Ute fetus of the pregnant WOTThIN 
wll be imtroduced into the Procedure 
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for terminacing the Pregnancy solely 
in the interest of the activity, 

(b) No inducements, Monetary or 
wtherwise, may he offered to 
SAMA PrevRanes for purposes of 
the activivy 
(AO BR VES Aue a, 1475. as amerndesi ot 
AU FR SIBIK Nov 9, 1978) 


£ 46.207 Activities directed 
toward pregnant women as 
tobjecis, 

(a) No preeneat woman may be 
invawed as a Subject in an HOUVILY 
eovered by itis subpart unless: Cy 
The purpose of the acCHVity ts to meet 
the health needs of the mother and the 
fetus will be placed at risk only to the 
MNniMEM eent ACCESSary to meet 
such needs, or (2) the risk to the fetus 
tsomuinimal, ws 

(b}) An SCCVILY permitted under 
Paragraph (at of this section may be 
conducted cndy af the mother and 
father are legally competent and have 
Liven there intorimed consent alter 
having keen fully antormed rewarding 
Oosstble inipact on the felus, except 
ihat the suther's inforined consent 
need pot be secured if: (1) The 
purpose vf the activity is tu meet the 
health needs of the mother; (2) his 
idenuity or whereabouts canned 
reasonably be ascertained: (3) he is 
MOC Reasonably available: or i4) the 
Pregmianey resulted from tape. 


$ 46.204 Activities directed 

foward fetuses In utere as 

Subjects, 

ta) No feta a eters May be 
tavolved asa Subjowt an any aetivity 
wowered bv ityy subpart unless: (1) 
The purpose of the HeOVELY 38 to meet 
the heals aeeds of rhe Particular fetus 
Nd Ube fens itt he placed at risk 
only to the manu extent necessary 
ar (2) the risk to 
the fetus crgsed hy the research as 
ManMal ane the Pucpose of the 
HCUVETY 5 chy development vf 
Miportaae Suomediey! hnowledpe 


Which canner he ombarned by other 
aes, 


CS) An vcusiy Permitted winter 
Paraergph Cavot thes scetion may be 
Uothe inother and 


fO Meet such egal, 


conducted outs 


father are legally competent and have 
Biven their informed COnSent, except 
that the father’s consent heed nol be 
secured iff (1) His identity of 
whereabouts cannot reasonably be 
ascertained, (2) he is not reasonably 
available, or (3) the pregnancy 
resulted from rape. 


$46,209 Activities directed 
toward fetuses ex utera, 
including nonviable fetuses, as 
subjects. 

(a) Until it has been ascertained 
whether of not a fetus ex utero is 
viable, a fetus ex utero may not be 
involved as a subject in an activity 
covered by this subpart unless: 

(1) There will be no added risk 19 
the fetus resulting from the activity, 
and the purpose of the activity is the 
development of important diomedical 
knowledge which cannot be obtained 
hy uther means, of 

(2) The purpose of the activity is to 
enhance the possibility of survival of 
the particular fetus to the point of 
viability, 

(5) No noaviable fetus tnay be 
involved as a Subject in an activity 
cuvered by ths subpart unless: 

(1) Vital functions of the fetus will 
hol be artificially maintained, 

(=) Eaperimental activities which 
of themselves would terminate the 
heaitheat or respiration of the fetus 
will nor be employed, and 

(3) The purpase of the activity is 
the developinent of important 
biomedical knowledge which cunnor 
be obtained by orser Means, 


(c) In the event the fetus ex “lero 
is found tu be Viable, it may be 
inchided as a subject in the activity 
only 10 the extent Permitted by and in 
‘ccotdance with the requirements of 
other subparts of dhs part. 

(1) An activity permitted under 
Paravraph (4) or (b) of this section 
tay be conducted only if the mother 
and tather are legally competent and 
have piven their informed consent, 
ekcept that the father's informed 
roAsent need sot be secured if: (1) his 
idenuty ar Whereabouts cannot 
revsonably be ascertained, (2) he is 
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ee 
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all prisoners and immune from 


"_ arbitsary intervention by psisan 
- authorities oF prisoners. Uniess the 


principal investigator provides tc the 
Board justification in writing for 
following some other procedures, 
control subjects. must be selected 
randomly tram the group of avarlable 
prisoners who meet the characteristics 
necded for that particular research 
prapeeks 

5) The information ts presenved ts 
language which is understandable to 
the subject population; 


{0} Adequate assurance exists (it 
parle. board oils not fake into, 

accounk & prisonet’ r) participation in 
the research in making decisions 
regarding parole, aad cach prisoner is 
cleaciy unformed in advance that 
parucspation in the research will have 
no effect om his or her parole, and 


(7) Where the Board finds there 
nigy be a need for follow-up 
cranination oc care of participants 
after the end uf thear parucipanon, 
adequate provision bas been mide lor 
stich eeanminution or Care, taking iin 
avcoant the sarying lengths of 
individual Prisoners” Sentences, aad 
tor imfurmime participants of thas fact 


tb) The Board shall carry out such 
olsen dates 36 may be assigned by 
the Sucrenry. 


ro) The insitution shall certify to 
tie Secretary, ap such form and 
as the Secretary may require, 
(rit tie dudes of the Board ander this 
secuon have been fulfilled. 


Maney 


846.306 Peermitted research | 
involving grisogers. 
tal Hoarnedical or behavioral 
research conducted or sunported by 
DHEA may involve prisoners os 
satects only if: 


ol) The institution responsible for 
the. conduct af the research has 
certified to Use Secretary that the 

Ins dutional Review Hoard has 
approved the research under § 44.305 
of tris subpart, and 


(>) In the judgment of the 


lM eC tADD iit ane RTRSY abl mY LAOREET NALA LS A Ra en A 


Secretary the proposed research 
involves solely the following: 


(A) Study of the possible causes, 
effects, and processes of 
incarceration, and of crinunal 
behavior, provided that the study 
presents no sore than minimal risk 
and no more than inconvenience to 
the subjects, 

(8) Study of prisons as institutional 
struciures of af prisoners as 
invarcersted persvas, provided thal 
the stucy puesents no more than 
quconal tisk and ao more than 
meonvenience to the subjects: 


(C) Research on conditions 
patheularly affecting prisoners as a 
class (for example, vaccine trials and 
other research on hepatitis which is 
much aor prevalent in prisons (han 
elsewhere: and research on social and 
psychological problenis such as 
alcobolisny, drag sddicton and sextial 
wasaults? provided that the siudy may 
proceed only anier the Secretary has 
eonsalted woth appropriate experts 
tiguding experts om penolory 
ruediouie aud ethics, and published 
notive. in dhe PR op kat RO EGISEDR, 
of his teu Gi ippreve such research, 


ay 


1) Researet aa aravoees, bath 
ipnavative dnd accepted, which have 
the intent and ceasanable probabslity 
of improving the heaith or well- 
being of the subset. Un cases in 
which those studies require the 
USSEERMENE OF Prisoners ana manned 
consistent wilt protucabs approved by 
the IRB (conti groups which may 
not heme fit rrom mie research, the 
study may proceed onty atier the 
Secrcaary bos consulted wath 
appropriate oxpect. iseluding caperts 
In penotogy medicine and eflites, and 
publeshed gence, in the FEDERAL 
RrG'stER of Ais Wet to approve such 
rescireh 

(or Except ss providos in 
Pomturaph Cab or thes section, 
biomedmwal ov ovhavioral research 
conducted or supported hy DEW 
Shall not tmeotse prsonens as 
subiects, 
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Subpart D-~Addidusal Protections 
for Calidres Levedved 9a Subjocta ty 
Research, 


Source: 4@ PR 9O1B, March 4, 1983 


646.401 To what do theas 
regulations apply? 

(a) This subpart applies to all 
research involving children as 
subjects, conducted or supported by 
the Department of Health and 
Human Services. 

(1) This includes research 
conducted by Department 
employees, except that coch head of 
sit Operating Division af the 
Department may adopt such 
nonsubstantive, procedural 
madifications as may be appropriate 
from an administrative standpoint, 

(2) 1 also inchides research 
conducted or supported by the 

tpartment of Health and Human 
Services outside the United States, 
burt in appropriate circumstances, the 
Secretary may, under paragraph (¢) 
of § 46.101 of Subpart A, waive the 
applicability of sare or all of the 
requirements of these regulations for 
cesarch of this type. 

(b} Exemptions (1), (2), (5) and (6) 
ag listed in Subpart A at §46.101(b) 
are applicable to this subpart. 
Fremption (4), research involving 
the observation of public behavior, 
fisted at §46.101(b), is applicable to 
this subpart where the investigator(s) 
docs not participate in the activities 
being observed. Exemption (3), 
research involving survey or 
interview procedures, listed at 
$46. 101(b) does not apply to research 
covered by this subpart, 

() The exceptions, additions, and 
provisions for waiver as they appear 
in psrageaphs (c) through (i) of 
§ 44.101 of Subpart A are applicable 
fo this subpart.” 


846.402 Delinitions, 

The derinitions in §46.102 of 
Subpart A shall be applicable to this 
subrart as well. Ia addition, as used 
in this subpart: 
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“* (a) “Children” ere persons who 
. “have not attained the legal age for 


consent to treatments OF procedures 
involved in the research, under the 
applicable Jaw of the Jur:sdiction in 
which the research will be 
conducted, - 7 

(b) “Assent” means a Child's 
affirmative agreement fo participate 
in vesearch. Mere failure to object 
should not, absent affirmative 
dgrcement, be construed aS assent, 

(c) “Permission” means the 
agreement of parent(s) or guardian to 
the participation of ther child or 
ward in research. 

(d) “Parent” Means a chilc’s 
biglogical or adoptive parent, 

{e} “Guardian” means an 
individual who js authorized under 
dpplicable state or local law to 
Consent On behalf of a child to 
ueneral medical vare. 


845.403 IRD duties, 

In addition to other responsibilities 
assigned to IRBs under this part, 
each IRB shall review research 
Covered by this subpart ard approve 
Only research which Baltsles the 
conditions of all applicable sesnon, 
of this subpart, 


146.405 Research Bob involving 
treater than minimal risk, 

HHS will conduet or fund 
research in which the IRB finds that 
HO Grester than mininial ris: iy 
children is Presented, only if the 
finds that adequate provisions gre 
made for soliciting the assent of the 
Childrea and the Permission of their 
parents or guardians, ag sez forth in 
§ 46.406, 


946.405 Research iavolving creates 
‘dite minknel risk but Presentlaug the 
Phuspece af direct benefit ta ihe 


RD 


research in which the IRB finds that 
more than minimal risk ty children js 
Presented by an intervention or 
Procedure that holds out the 
Prospect of direct benetit for the 
individual Subject, or by a 
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monitoring procedure that is likely to 
Contribute to the subject's well-being 
only if the IRB fincts that: 

(a) The risk 25 Justified by the 
anticipated benefit to the subjects; 

(b) The celution of the anticipated 
denetit tn the risk is at least as 
favorable to the Subjects as that 
Presented by available alternative 
Approsches: and 

{©} AJeuuate Provisions are made 
for Soliciune the assent of the 
children and Permission of their 
Parents or Ruardians, a8 set forth in 
$ 46.408. 


445.406 Research involving greater 
than mininiat rigk and no proapect of 
dlrect benefit tO ihidividual subjects, 
but likely to Yield generallzable 
kaowledge abaue the subject's disorder 
OF condition, 

HHS will conduct or fund 
research in which the {RB finds that 
more than mininyal tisk to childrea is 
Presemed hy ay mMtervenion or 
Procedure that does aot hokl out the 
Pruspecs of direct henefit for che 
individual sabject, or by at 
MOK Lin Mecedure which is not 
hkely io Comertuate to the well-being 
Of the subjece, only if the IRB finds 
that: 

(a) The risk represents a minor 
NCreasE OVEL minimal risk: 

(b> The inte; vention or procedure 
PYCSENTS ERDETENCES tg Subjects that 
are teasonably commensurate with 
thase inhereny in their actual or 
Capected meitical, dental, 
Psychological, suctal, or educational 
situations: 

{e) The invervention of prowedure 
is Lkely to yield generativatile 
knowledge about the subjects’ 
disorder or condition which is of 
vital Importance for the 
understanding Of amelioration of the 
Subjects’ disorder OF condition: and 

(d) Adequate Provisions are made 
for soliciting assent of the children 
and permission af their parents or 
Suurdians, as set forth in §$ 40.408. 
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§ 46,407 Research zot Otherwise 
Spprovable whick brésents an 
Cpportunity to undarstend, Prevent, oy. 
alleviate a serious broblen alfecting 
the health or welfare of children, 

HHS will conduct or fund 
research that the IRB does noe 
believe meeis the requirements of - 
$§ 46.406, 46.405, or 46.406 only if: 

(a) The IRB finds that the research 
Presents a reasonable Opportunity to 
further the understanding, 
Prévention, or alleviation of a serious 
problem affecting the health or 
Welfare of children; and 

(6) The Secretary, after 
consultation with a Panel of experis 
in pertinent disciplines (for example: 
science, Medicine, education, ethics, 
law) and following Opportunity for 
public review and comment, has 
determined either: (1) That the 
research in fact satisfies the 
conditions of 88 46.404, 46.405, or 
46.406, as applicable, or {2) the 
following: 

(i) The reScarch presents g 
reasonable OPPOrtunity to further the 
understanding, Prevention, or 
alleviation of a Scrious problem 
aifecting the health or welfare of 
children; 

(0) The research Will be conducted 
in accordance with sound ethical 
Principles; 

(ili) Adequate Provisions are made 
for soliciting the assent of children 
and the permission of their parents or 
Suardians, as set forth in § 46.408, 


§ 46.408 Requirements for 
Perinission by perenty OF guardiang 
and Yor assent by children, 

(a) In addition to the 
determinations required under other 
applicable Scclions of this subpart, 
the IRB shat) determing ¢hat 
adequate Provisions are made for 
Soliciting the assent of the children, 
When in the judgment of the IRD the 
children are capatle of Providing 
assent. In determining whether 
children are capable of assenting, the 
[RB shall take into account the ages, ; 
Maturity, and Plychotogical state of 
the children involved. This Judgment 


t 
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